. Pair-wise superposition of the αγ heterodimer in different structures.
Overall RMSD (Å) is shown with a green sphere and the surrounding residues with side chains. Figure S5 . Sequence alignment of NAD-IDHs from different eukaryotic species. The sequences included in the alignment are: the α, β, γ subunits of human NAD-IDH (HsIDH3A, HsIDH3B, and HsIDH3G); the IDH1 and IDH2 subunits of Saccharomyces cerevisiae NAD-IDH (ScIDH1 and ScIDH2); the α, β, γ1 and γ2 subunits of Caenorhabditis elegans NAD-IDH (CeIDH3A, HsIDH3B, HsIDH3G1, and HsIDH3G2); the IDH1, IDH2, IDH3, IDH5 and IDH6 subunits of Arabidopsis thaliana NAD-IDH (AtIDH1, AtIDH2, AtIDH3, AtIDH5, and AtIDH6); the α, β and γ subunits of Danio rerio NAD-IDH (DrIDH3A, DrIDH3B, and DrIDH3G); and the α, β and γ subunits of Xenopus laevis NAD-IDH (XlIDH3A, XlIDH3B, and XlIDH3G). Invariant residues are highlighted by shaded red boxes and conserved residues by open blue boxes. The residues corresponding to those composing the allosteric site and the active site in the αγ heterodimer of human NAD-IDH are indicated with red triangles, and those involved in the conformational changes at the heterodimer interface with blue stars. Mg+CIT structure in magenta and orange, respectively. The IDH1 and IDH2 subunits in the apo structure (PDB code: 3BLX) are colored in pink and slate, and these in the CIT-bound structure (PDB code: 3BLV) in green and yellow, respectively. For easy comparison, we use the same secondary structure nomenclature for both human αγ heterodimer and yeast IDH1/IDH2 heterodimer. The structure elements and residues of the IDH1 and IDH2 subunits are superscripted by "1" and "2", respectively. The key residues are shown with side chains. The orientations of the α6 and α7 helices in both subunits are indicated with dashed arrows. (a) Comparison of the apo and CIT-bound IDH1/IDH2 structures at the allosteric site, the active site, and the heterodimer interface. The IDH1 and IDH2 subunits in the apo structure are colored in pink and slate, respectively; and these in the CIT-bound structure are colored in green and yellow, respectively. For easy comparison, we use the same secondary structure nomenclature for both human αγ heterodimer and yeast IDH1/IDH2 heterodimer. The structure elements and residues of the IDH1 and IDH2 subunits are superscripted by "1" and "2", respectively. The key residues are shown with side chains. Upon the binding of CIT, significant conformational changes are observed at the residues 78 
